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Amendments to the Claims: 

1 . (Currently Amended) A method of inducing diff e r e ntiation of th e e pid e rmal c e lls of skin 
comprising treating a subject having a non-tumoral skin disorder presenting skin lesions 
comprising: 

identifying the skin disorder in said subject as one that is characterized by impairment of 

the differentiation of epidermal cells; and 
administering to the subject a medicament comprising cyclopamine or a pharmaceutically 

acceptable salt or derivative thereof in a sufficient amount that induces differentiation 

of epidermal cells in lesional skin and the regression and/or disappearance of said 

skin lesions presented on the subject. 

i 

2. (Currently Amended) A method as in claim 1 wherein th e m e dicam e nt is administ e r e d for 
tr e ating a said administration is for treatment of a patient having said skin disorder associat e d 
with impairm e nt of th e diff e r e ntiation of e pid e rmal c e lls . 

3. (Original) A method as in claim 2, wherein the skin disorder is psoriasis. 
4-7. (Canceled) 

8. (Currently Amended) The method of claim 2, wherein said medicament is a 
pharmaceutical composition comprising, in combination, cyclopamine or a pharmaceutically 
acceptable salt or derivative thereof, and a corticosteroid in a pharmaceutically acceptable carrier. 

9. (Original) A method according to claim 8, characterized in that concentration of 
cyclopamine or a pharmaceutically acceptable salt or derivative thereof in the composition is in 
the range of 9 mM to 24 mM, and the corticosteroid is clobetasol 17-propionate having a 
concentration range in the composition of 0.2 mM to 1.5 mM. 



10. (Original) 



A method according to claim 8, characterized in that the concentration of 
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cyclopamine or a pharmaceutically acceptable salt or derivative thereof in the composition is in 
the range of 9 mM to 24 mM, and the corticosteroid is hydrocortisone having a concentration 
range in the composition of 10 mM to 20 mM. 

1 1 . (Currently Amended) A method as in claim 2, wherein, prior to administering said 
medicament comprising cyclopamine or a pharmaceutically acceptable salt or derivative thereof, 
said skin lesions are pretreated with a corticosteroid. 

12-24. (Cancelled) 

25. (New) A method comprising 

providing a medicament comprising cyclopamine, or a compound that has the same 
biological target as cyclopamine and the same receptor-binding specificity as 
cyclopamine in association with induction of differentiation of epidermal cells, and 

administering said medicament to a subject that has a non-tumoral skin disorder 
presenting skin lesions, the skin disorder being characterized by impairment of 
differentiation of epidermal cells, in a sufficient amount that induces differentiation of 
epidermal cells in lesional skin and the regression and/or disappearance of said skin 
lesions. 

26. (New) A method as in claim 25, wherein said administration is for treatment of a patient 
having said skin disorder. 

27. (New) A method for treatment of psoriasis, comprising administration of cyclopamine or 
a pharmaceutically acceptable salt or derivative thereof to a psoriasis patient in a sufficient 
quantity to provide, within 8 days of administration, an average of 80% or greater decrease in the 
severity of psoriatic lesions, taking into account the elevation from skin surface, erythema and 
scaling of the lesions. 



28. (New) A method according to claim 27, wherein said quantity is sufficient such that the 



Application No. 10/682662 Amendment 
Page 4 Attorney Docket No. M67.2I-U334-US01 

skin sites that are cleared from the psoriatic lesions following completion of said treatment do 
not show significant worsening or re-appearance of the psoriatic lesions for at least 4 weeks after 
the completion of treatment. 

29. (New) A method for treatment of psoriasis, comprising providing a compound that binds 
specifically to the Smoothened protein to inhibit Hedgehog/Smoothened signaling and 
administering a sufficient quantity of said compound to a psoriasis patient that provides, within 8 
days of administration, an average of 80% or greater decrease in the severity of psoriatic lesions, 
taking into account the elevation from skin surface, erythema and scaling of the lesions. 

30. (New) A method according to claim 29, wherein said quantity is sufficient such that the 
skin sites that are cleared from the psoriatic lesions following completion of said treatment do 
not show significant worsening or re-appearance of the psoriatic lesions for at least 4 weeks after 
the completion of treatment. 



